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s (57) Abstract: A Helicobacter pylori adhesion inhibitor whereby Helicobacter pylori participating in the onset of digestive ulcer 

= can be eliminated from the stomach; a process for producing the same; and drugs and foods containing the same for preventing or 

— treating diseases relating to Helicobacter pylori. The Helicobacter pylori adhesion inhibitor has an excellent effect of eliminating 

= Helicobacter pylori and a high safety. Therefore, medicinal compositions and foods containing the same are highly useful in pre- 

s venting or treating the diseases as described above. 
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w m m 
^y 9— • ^ * v wzmmmni 

5 mitm^^^m^-i-^V • y (Helicobacter 

10 

✓sy=i^* — • t 4 P y — *m|fc*:©l*2§ (flagella) £*£o N «UfeSlSr 
bfc^7^^tt#0T% t h©iMl^lt5i"C**>5, -<^I«s 1983^ 
— * Yy V T (^Marshall, B.J. t Warren, J. R. ICioTl^ W?ft^S#^l^ 

20 ^y • t°P y a*— j«2fete^5&gEJ&«F# 

25 ^y . t °P y ©BfflSfctt, Wife^Sr^l^SiJi-S^n b^TKVT" 
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W\ ^H^(adhesin)0^^fflJ5a*®0^^#: (receptor) ^(Z)^^^-efo6o 
ijtpflsp 10-287585 ttu fc°n U (D^MI^HS UT, -^tl^T^ 

15 5w fc&w^L-cv^o 

tiMftS&3 2 5 5 1 6 ^?La>b?UigJ§frfcJ:tf#-t?-r VSrBfcfebT 
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hn^*3V>T, foil ^*H-5^*P5.Ws l«?ft#lf&lfcL<W:B& 

$ fete, #3§f3m3\ -kifc©^ a/^^ 1 - • bTn y**e*»I«r"&tf, 3 ^ 
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$S^^^^^©SCftJt«#J^«ftE<^#J^^v^ % iififtti : 10 0 — 1 
0 : lOWfe!), #*U<W:1 : 9~1 : l©«i-CS>S. 
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5 b-c<b£v\, 

io M^^tttJ;v\ 

£ UV\ V 7kmmt Ltli, TKBft-fb^- zKMs# Jfclfcfc 

is tfo. o 5~o. smfeni&mik'r y v $j>,%m^%zktfx%z> 0 

&3&S0. 0 1 % 0*b< ttO. l£U:K:ftS*-CfT5o 4 0 5 nm^iWo. 0 

#(31 1 2 0 °CJ£Lh/^£?l£ L < , RjES^Mtta* 2 0 a-RBEJLL^fc 9 , £ L < 
25 Mtti^^lOO^ ^4 0-9 0tWK, RjS^fiatealS 1~ 
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io *38Mo»aEKJ5S^^tt^ ^ - • t'n y ©if B^-efe5 ^ ^ 

20 ^T?#S 0 

ifcjc*tMJ!>A, ^sn^*^*^ etftittift*/^^^^ -a-fifet Kn^/^t 

i«Kj££J&^£ UTiiSO. 0 l~l 0. 0 g (ffr&fiK »*U<ttO. 5 — 5. 
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0 gT?fo5o 

W\ ^^1577*^^ ^W-Ws oW^, S^^V 
§©H 2 7nyM, t^7°7^K 7^y^7^K 

*WW*ttfl©S«tt, 9 ****** «ttttj*Al B^HO- 

50mgJ}*l<»20~30mgtfc5„ 

K »Sr777t'y, tT77M^^K ^77 

wt777y, ^y77#^»f^ti5o #»9i<0«#ia 

-if, K^KlJti-*J»W»Cfr (#Pi¥ 10-28758) ##*UV\, 
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Z>^M<Dmt UTtt> fiWr^h^V (Antiraicrobiol Agents and 
Chemotherapy, Vol. 44, No. 9, pp. 2492-2497, 2000), 7^^y 
5 (Gastroenterol igy, Vol. 119, pp. 358-367, 2000^) teXffil&tT btl&o £fc 

-tttHfe^TttWbfc^n^y *tf*^r3lrC*>5£. £tfS«#$;ft/r 1^5 (Medical 
Nutrition, 2003 *p 1 1 Bt). 

i£<fc 9H*536S, il^ttJ&Al B%tc<0 1 0 0-5 0 0 Omg, 0*b< Ii5 0 
0~3 0 0 Omg-efc£o 

15 # £ e> ic^j, £ ^pj(7)m^^^#)^P p p— ^la-^*^^ 0.5 — 1 
oR*%@^ #f£L< tel. o~3. o«ft%t?fc5o *©J;5<e*^ 0»J*.fi 

20 5^A/7fcif<D0^ fa^^F, ^r-t^r^ ■tfA/'^jfc 

* R £ # < -^tf *t *m v ^5 ^p n p W £ L v \, Wy7xy -/v 
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a, -fft#n n-k&)%ft LT> *-7\ tfcPK flfflb**P<&E 

\z.mm~f s & o -e £ v \ 

50ral ^If^yf^ro 0.2N NaOH 7j<^^ 10ml t % TfB©*tf>*©?L*tF£ 
15 4 HKMU^ »gRJ&*r*5£fcofco 0. 2N HC1 ^»pH^ 7. 0 fcft 



Si 









1-1 


lOOmg 


900mg 


1-2 


300mg 


700mg 


1-3 


400mg 


600mg 


1-4 


500mg 


500mg 



50ml fc° y ytf 10ml JC. ?US 400mg t^^ytMl^^ 600mg 
£^*PU Wfttf 5 5 LTiStfLfc. *JE»0#"e. 120°C, 20 # 
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15ml t° y ^W^tf) 0. 2N NaOH 7K^f£ 1. 0ml ¥L#S 40mg £ j3 - 9 ^ h if 
u?})zs 60mg SraSJBU W«f5*t-Cigi: 5 bTiStfbfc. BO'Co**?'? 4 
TODiai, »3SgRJfc«r?Tofco 0.2N HC1 ^g»pH 7. 0 tJUfeS*T?^*P 
bfc "^frl bfcixJfc^S: Sephadex G-25 (Amer sham— Pharmacia) ^rJfiV^cy/l^ 

. mmm 4 a - g ^ h tvk?* ^ v hmq^m^ 

15ml fc° y 0. 2N NaOH 7kBW 1. 0ml M N ?L*| 40mg h T 

/K7*S >- 60mg MDU W»f5*t- X^Mk 0 bTiMbfc. 50^7^^ 4 

10 tt«bT»6©»*Sr#*:. 

a^P E-22 s mH39Ug£D 1. 0g % 0. 2N NaOH 10ml JJlSfebP b 

ofc 0 ^^*Hife^J3 ^^(ei^^Pb, ?5feV^-e«[Jfeft*SlbTiafeO*&*S:#feo 

15 jfeffiflO 6 %m<D^KJ& 

%m (SIMPLESSE 100, CPKelco 1. Og *■ 0. 2N NaOH TkiStfft 10ml Kl^JPbfc, 

mwizj: *>m— temmmt intern, soxxofrm-v 4 if^su mmRj&%ft^ 

20 &WtK 100ml •? h'Vffi 4g t^-fef-T ^ h y *A 6g g?g4fe*n& 

T^^^i^^ff ofc 0 Sephadex G-25 (Amer sham— Pharmacia JijSD SrJl V^^/l" 

25 jsasiajs jzmmm 

7-1 no°c 30 &m 

7-2 120^ 10 #ro 

7-3 120°C 40#IKI 



WO 03/063886 




IPCT/JP03/00724 



1.5ml 5&-^f ^n^-a — y^<DM^ 1ml 4 h V *7 ^ 60mg t?L|& 

40mg tmrn^m-rhV 42mg SrflDx., *#fc£&J*#Ufc. t-^B^ 
5 90°C N 5 B^^^^SiS^rffofCo Sephadex G-25 (Amershara— Pharmacia) £: 

50ml &7sy*yVqt*?<0 0. 2N NaOH i*MWL 10.0ml Kl N ?Lflt 400mg t^Clf 
* 600mg(3ftl*j|««)S:»iPU -elHlL, »Lfc 0 40°C<DtK 

10 ^"C 5 R#W*PiB.U ^a&SrfTofco 0.6N HC1 Sr^jfe^pH 7.0 MfcS* 

mmm i o /hafez/i^ § ^<d^MW^ 

50ml ^Ifyyfcf© 0. 2N NaOH zKS&S 10.0ml lC % ?L*£ 400mg i/J^T/l^ 
6OOmg(0?f7T^-v^)Sr^qL, Wife* 5 5 U 

is 4o t c^7jcm-c 5 HWtopau n^as^ofc 0 s^^r^»J9 ^m^c^fp 

50ml ^ f^^ffW 0. 2N NaOH 10. 0ml 400mg tW&^T JV 

20 40°C^7Xm-t? 5 ffittt, *SgKJ£&fTofc„ RJtS«SrHE»«9 ^raW^flJ 

gjj 12 £ gL»<P=»%gJfc 

50ml yyfifO 0. 2N NaOH 7j<^^ 10.0ml fc % ?Ut 400mg ^ -feV ^ 

600mg(fP3Mli£M)&^PU WMfS -C«»bX»»bfc. 40°C<£>7k^-e 

25 5 0#P^P*&U *§^KJft&frofc 0 SJES?SSr^lteM9 ilHtRfc^U &V>-T?#C 

=cys<^ Y;vy^-^zf^(D o. lmol/L y vfiftTK*"^- h V VJ**MW. l. 0ml 
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*i/v— * 40mg bJ3H<l^ 60rag SrS^PU f£|£i? 51 =¥1*— "CSsl! b^ ^Ufd 0 
85°C<£> t — h^D ^ -C 2 BSTOPi&U lii^S^SrffofCo Sephadex G-25 
(Amersham-Pharmacia %t») «fc ■? , bfc 

5 ttlfeflil 1 m&E!&£MM£MM 

^R}fc<Dmm% 405nra Kl:&tt6®ft^-t?p]^b7c 0 

iIMl-1 3 X-mm^t^^^^ 50rag Sr^^TK 1ml K^bfc 
10.000G t? 15 #^^#81 b, _hf* 100m 1 & 96 "K^U- h (NUNC 
immune-plate, &;£#-i§- 442404) iC^A b 7c 0 5: ^ n ^ 1/— h V *- # ~ 
.0 (Molecular Device *± Versa Max) X 650nm <DV%yt& %ttM&& t bfdl^O 
405nm OlKMIri^ bfc„ ^ 3 K^fi 5 fc* ^WJ^^^^^ 0. 1 
&±<D»Rytm*7FlsX&<0 , ^WJ^^•C^*5V^T : m^^^+^^iiMbTI/^ 



^3 



Hi 


WlttcM (405nm, *tBS>Jfcg650nm) 


1-1 


0.363 


1-2 


0.956 


1-3 


1.017 


1-4 


1.03 


2 


0.128 


3 


1.761 


4 


1.911 


5 


1.431 


6 


1.302 


I 7-1 


0.164 


7-2 


0.582 


7-3 


1.219 


8 


1.893 


9 


0.601 


10 


0.561 


11 


0.455 


12 


0.347 


13 


0.807 
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IMUc&^-tiS^fco ?&*5 % trn y pur— 

SH-So t£oTs wW^D — • \fu])<o^p \s~t — £<b ^kJ* s f~'y)i<n%i£M 

(1) VuT-H<DmM 

^y=t^^^-.t°n y#i30 ^(^S^IS^^^i^^^^A^^y/v 

^^y n _Xit^0^(3. 5xl0 8 CFU/ml) £ 12, OOOxG T? 20 ^fe^'frbfcfL ^l" 

v y *ffiMfrfc&ffl t, y * * 5: *ih--c 60 $j>w#y® ufc 0 stw*'6 u 

&ftft$(20ntf Dl/WM., PH6.8, IraM EDTA, ImM 2-^ /K*;:/ / — /W*3 J;T>* 

10%PEG 300)T*¥#-fbbfc DEAE— ir^T-fe^^^-^-tilStiW^^TT 0 ^^ 
0.5ml/#©^3*^y/Mc3&#£-tirfco ^m«0~0.5MKCl (D»*43E»C <t o 

-*a^8*e>;h/fc#Hfc:7*— /I'U ^bfc 0 M«^(20mM 

pH6. 8, 150raM NaCl) T?^^ Lfc-fe 77^^ S-300 *7A{^ ±|B««g«SrT 

— ? ^—/UU SDS-PAGE -C##f bfc £ r ^>> <7 UT~t? A(32kDa) 

7*—& B(60kDa) ©^W^^&ft5ii:«r?tBUfc. {g/B-TS 
*t:\ /JvfrttU -8 0°C-t?^#L-fc: o 

(2) ^W^^OWfiJl 

i^j 2 * jft^tf^ff w*is«r**mu ^astc o.im y>-wtm.+ 

0. 15MNaCl + 5mM N-^5vWW 5; K(NEM) +lmM 7xc/^f ;^M^;l/7^ 
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JrJJ K(PMSF)+lmM EDTA ^ PBS(pH7. 4) £;&q;tT?fe$£bfc 0 B&SJMU ftjg 

n V^^E-^-Yif— £rJlV^i£j— bfco -*b£r 15, OOOxG TiSn>b±?f&#*: 0 
^<7>±?f£25,OOOxGTiW3iu>U ±ff£[E]HXU ^7K-e^bfc# % tidffiffc 
ittMSSAfySrUfc. ?fcWt» % ^©WftSlAfVlr PBS(pH6.8) 
(6M Ii^7-i?y*5J;tJ ? 7 , cf 7-^ y t feT*— (5mM NEM, 1 mM PMSF, 
ImM EDTA Sr^tf) fci§#U £*L«N!*Wb"fe i»&£&JSE(l. 5g/ml) fcMU ■ 
34, OOOx g T* 48 ftltttitfo bfc ^T^B^^T5>H<Otft tUtt= b Pt/VP-XR^ 

y-zi^U S^-fb^^^A^g^SB^SJib-Cji^bfeo ^-fe^'ft^M^^ 0 — 

/UU $gWlfc 0 &Wt\ 0. 1M y ^Sf«M»tt(0. 1M NaCl^PT, pH6. 8) T* 
tt;bfc-fe:77P-^ CL-4B #7A£«bTy/HSti®£f?V\ #®bfc„ PAS Jfefe 
HH4t\ tf> W I ^KSr^'—'l'U FBS(pH6.8)-C38#fU 

»SAfy|i SDS-PAGE tf^JH:, 66kD (0^? W^fT^Si £ 3rfB£>fc 0 

(3) =!^^^— • t°D y * ur— -t?**HMHWft 

96 r^zn/W-Y ^ n^U— h(£>#*<£>?:3VM;^ 6> A* b £> ^ 5/zg/ml GD^^lC 
IWRbfc^y =is<??— • y ^l/T'-f© 0.05M h I) V J*W6Gft&&& 

50 /*1 -fo^Px> 4 < Ct?— BliflL, payMCfrW— ^Sr!R3t$**:, 

& o. — v 2 o -g-^r y vife»»^a*ifoic ( P H7. o) 150 u 1 -e 3 mss$*8u 
s^^iLtfr^^^^ry ^HftHW&a*** ( p h7.o) 150^1 s^p^/to 37*0, 

1 B$raMi-S-^(-J;9> -fny^^^^t^tz. 0 COOKS' 

-f-y2 ott y (pH7.o) 150^1 -e 3 m^^*3r^ofc 0 

2.5 M g/ml Otf^^b^WA^ViWRi^^^©— Jfejft^Sr-^tP 0. 05%S> 
4 — v 2 0 -gr^r y ^BM8HK4fea^t£7K (pH4. 0) 50 n 1 Sr -ett <© ? a: /v t'^p *l , 

/v^b^Sr^*b> 0.05%^-r— ^2 o^y ^iM8«^a*ita7K (pH4.o) 150 
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^20 ^Wtmm±m±M7^. (pH7.0) 150 Ml V 3 Ie|$g#^L ^JV**^? 

(pH7.0) 50|il«riP*., Sa-ClNFMIMIU*:. 0.05%y>r-^20^y 
5 W^S^^tK (pH7.0) 150/il "C 5 IUSfe^#, t^h-7i=l/y^7^2l 

^*5j;tf HA Sr^tfaSJWSR (pH4.5) 50m 1 x-Mz.1)Vtl, ^A-^-^ix^— 
f^**3-^ofc 0 ^tft-e 5 2N}» 50m 1 SrSfc&llU B**KJ& 

10 &#Pl*?&tt (%) = [1- (f-v^v^^^^^K^/i^^^^as 
flp*3i/w>!8bte&)] X 1 0 0 

(4) tir* 

1-13 <Dfa&Rl&&&M<D 100m g/ml 5^#PaW?£&& 







1-1 


70 


1-2 


78 


1-3 


84 


1-4 


81 


2 


60 


3 


72 


4 


66 


5 


82 


6 


69 


i 7-1 


50 


7-2 


52 


7-3 


43 


8 


66 


9 


63 


10 


38 


11 


62 


12 


16 
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48 



SKMk«b4to^ Lf-y = — • fn!)»>ffLTiSKtt© NS:Hr/ICR # 

5 ^7U^-r^^(MlSAl^i«f IAR-NHI-9701 ; 

ATCC#72024) (Clin. Diagn. Lab. Immunol. 5; 578-582,1998) $rJBV\fc 0 NSP 
3 3 5^ (lX10 9 CFU/v^) Sr^^^{^P^LTliira^Wbfc^ % 

10 (D-7!)^^ff L, BSrffliffiU ft^£l&*b*:^ *^^t^f-t«t 
^y n/^^ — . t°P y (O^tUtt, IHSflWfcSr^y a^H- • t°n y^fflffli^ 

15 ^^^»b^V^^^^|?b^^3^ hn— a^Fn-^© 
spj^a p loot bT^tii bfco # e>*bfc*k£&T!B<E>* 5 fc^i". 



^5 ^oy©»I 





0. 025%2Sf? 


0. 25%MiS 


2. Sttgft 




11 


4 


12 




48 


18 


10 



20 $A±<Dfa%:£.*) > *»WO»aSRJtS^fijt*Sr»-^'t"5^fcK:J:!?, -^^Brt 
o^y =i^^^— • t°n y <DW&&*:mz.WJ>l>tz. 0 Hifc#)j5:}3£tf8tf> 
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{£*t LT BfcllfiMB Sr^i" sa^r ©3b*«:Wlft UfCo 

5 (o. oi%mM). Aija^^-. t°a y ©i) ut— \*\z*Hr&m9$&fc (0. 25%*S 

(0.25%*BtSK 7=»>f *V(0.25%iB«?K yKo.oixai?), ^7 

y ^ p W >^ (o. i%jgfi?) % >-> y v (o. i%&ft?) , h 9 ^flfcS* 

(o. 25mm) . # v *&itii#! (o. 25%mt?) > t> b < rasas iMStfj^n # y * 

10 (0.26XAft)¥l!b. *fett»«SJ^^tefc-ixb^v>-f^S:«a^*T^y =« 
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^6 



n*Vf3Xn*v'1 v T j 






1 1 


y jr v ^ v 






1 1 




+ + 
1 1 




1 


«+T Jp- > 


+ 
1 




4- 


>Q S S / 




y y j y> m x -n y *s 


+ + 


y tt~t y y j *y 


+ + 


/ ~v y^ r y y wiHfr. 


+ + 




± 




+ 


*P,^5Fa I^:>4:f#^ 4- "7 -r V 
1^^ZX^L N -tiAXii^ \ y / ^- y y *s 


+ + + 




+ + + 




4- + + 


1^^JyZ.ph^^PXnvJ 7^ yJ \Z 1 y J r s V 


+ 4-4- 
1 1 1 


l^-V <£5t. £^>» /' LP — I— .//Arf P'v 1 ✓ » ^ 


i +++ 




+++ 




+++ 
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